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DETAILED ACTION 

Applicant's amendment and response are acknowledged. Claim 2 has been amended into 
claim 1 in order to more distinctly claim the invention and address the outstanding rejections, in 
part. Claims 1 and 3-9 are under examination. Due to the recitation of art not previously of 
record, the present action is made NON-FINAL. 

Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claims 1 and 3-9 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Hutchinson (US 5,889,1 10) in view of Chen et al. (US 7,081,489), Bhagwatwar et al. (US 
20030049320) and Yeh et al. (US 5869103,cited by International Authority in related PCT 
Search Report). 

Applicant has argued that the combination of references does not teach the precipitation 
of the active substance prior to solidification. Chen et al. is cited to remedy this deficiency, 
while falling within analogous art to Hutchinson and providing motivation to arrive at the 
claimed invention. 

Hutchinson was discussed previously (see entire document). Due to the present claims 
amorphous language, it is still unclear whether the steps of Hutchinson, in various examples, 
expressly teach the "effecting precipitation" step as comprising an L 1/L2 combination wherein 
the latter is increased over the former (Applicant's claims 2-4). It is clear Hutchinson teach 
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L1/L2, wherein the latter is increased, following a precipitation step, and wherein the L2 is a 
non-solvent to the goserelin acetate (see e.g. claim 16, step iv)). This seems to be the only issue, 
as to whether Hutchinson expressly teaches within one of the examples this stepwise approach, 
or whether such would have been merely obvious. Additionally, it is not clear whether 
Hutchinson teach volume fraction of the aqueous surfactant solution ranges between 60 and 80% 
of the aqueous and organic solvents combined in step (b) (Applicant's claim 7). 

Chen et al. teach making of polymeric nanoparticles comprises providing active agent 
nanoparticles having average diameter of 5-100 nm. The active agent nanoparticles are treated 
with an anionic surfactant to form modified active agent nanoparticles. The modified nanoactive 
agent nanoparticles are mixed with a solution of polymer in a solvent at first temperature, which 
is greater than the melting temperature of the polymer and less than boiling point of the solvent 
to form a first mixture. The mixing comprises the use of sonication. A non-solvent is mixed with 
first mixture to form a second mixture. The second mixture is sonicated to form an emulsion. 
The emulsion is cooled to a second temperature at a rate effective to precipitate polymeric 
nanoparticles comprising the polymer with the modified active agent nanoparticles (abstract, 
entire document). 

As previously discussed, Bhagwatwar et all teach a method of forming microparticles 
comprising the elected species of active substance goserelin acetate and polymer poly-DL- 
lactide-co-glycolide (e.g. para 158, claims 8, 26, 37, and 47), with any suitable solution/solvent 
well known in the art (e.g. para 2-5, 40, 75, entire document), and contemplating any Well 
known microparticle size well known in the art for the use of microparticles in vivo. 
Bhagwatwar et al. teach microparticles, but does not expressly teach that microparticles includes 



Application/Control Number: 1 0/506,952 Page 4 

Art Unit: 1654 

the species nanoparticles and specific size ranges under 1 urn, was not expressly found therein 
(e.g. Applicant's claim 1 1). 

. As previously discussed, Yeh et al. teach the formation of nano/microparticle, which 
comprises active substances and the polymer poly-DL-lactide-co-giycolide, including in size 
ranges less than 1 um (e.g. col. 1, col. 3, lines 35-41, entire document). 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to arrive at an L1/L2 solvent mixture as part of the "effecting precipitation" step, in 
Hutchinson, because Chen et al. advantageously teach the that the active substance is not added 
in solid state to the polymer solution and is formed in situ and precipitated as part of the solvent 
process. Hutchinson, within the analogous art, advantageously teach various steps and means of 
carrying out the same ultimate goal of microparticle formation comprising active substance 
goserelin acetate within polymer poly-DL-lactide-co-glycolide, and further in view of the 
advantageous teachings of Chen et al., as well as Bhagwatwar et al., using different steps to carry 
out the same and Yeh et al. to arrive at size limitations within that contemplated herein. 

Likewise, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to use a volume fraction of the aqueous surfactant solution ranges between 
60 and 80% of the aqueous and organic solvents in the initial mixing of the goserelin acetate- 
polymer poly-DL-lactide-co-glycolide of Hutchinson, in view of Chen et al., and further in view 
of Bhagwatwar et al. or Yeh et al., because both Hutchinson and Chen et al. advantageously 
teach routinely optimizable amounts of the solutions/solvents therein, as do the latter references, 
to carry out the desired results of the artisan and the selection of the aqueous surfactant solution 
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ranges between 60 and 80% of the aqueous and organic solvents in the initial mixing of the 
goserelin acetate-polymer poly-DL-lactide-co-glycolide, would have merely obvious depending 
on the results sought, absence evidence to the contrary. 

From the teachings of the references, it is apparent that one of ordinary skill in the art 
would have had. a reasonable expectation of success in producing the claimed invention. 
Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at 
the time the invention was made, as evidenced by the reference, especially in the absence of 
evidence to the contrary. 

Claim Rejections - 35 USC § 112 2nd 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 

distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 1 and 3-9 remain rejected under 35 U.S.C. 1 12, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. 

The claims remain rejected as unclear what "agents" (e.g. solvents) are contemplated as 
LI and L2 are, such that the. claimed invention has not been distinctly claimed. What distinct 
solvents (e.g. genus, class of solvents) must be used to carry out the invention as claimed? 
Applicant's arguments have been considered but are not found persuasive. Applicant has 
provided insufficient specification description to lend ample support to clarify this matter. Due to 
the uncertainty of this step and the agents, it remains unclear how LI and L2 distinguish 
themselves over the art of record as discussed above. In other words, until the 
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invention is distinctly claimed (or clear specification guidance, e.g. examples provided), it is 
unclear what the invention is. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Maury Audet whose telephone number is 571-272-0960. The 
examiner can normally be reached on M-Th. 7AM-5:30PM (10 Hrs.). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia Tsang can be reached on 571-272-0562. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be. obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system^ contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

MA, 12/7/2007 MAURY AUDET 

PATENT EXAMINER 




